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Declaration Under 37 C.F.R. S 1.132 of Dr. Pawan Seth 

I, Pawan Seth, declare as follows. 

1 I hold a PhD in Pharmaceutical Technology - 1986 - from University Louis 
Pasteur, Strasbourg (France). I subsequently worked as Director of Research 
and Development, Quality Assurance in Mepha (Basel, Switzerland) until 1994. I 
am sKilled in the development of 

Controlled release products in multiparticulate units and single oral units. 

Delayed release products. 

Therapeutical Transdermal Systems. 

Colon Delivery products, 

Bioavailability enhancement. 

Semi solid topical products 

2. I am the co-founder of PharmaPass LLC, the present assignee, where 
PhamnaPass is specialized in designing new galenic formulations for various 
drugs. 

3. I am named as an inventor in 17 granted US patents. I am an inventor of the 
instant invention. 
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4. I have read and understood the Morella reference cited in the course of the 
examination of the instant invention. I have carried out tests to show the superior 
results of the composition presently claimed versus the Morella formulation, 



5. Tablet compositions were manufactured according to the foifowing table. 





Verapamil HCI 


240.0 
0 










Methocel PrKlOQLVCR 


15.00 










Methocel PrKl5M CR 


40.00 










Avice) PH101 


25.00 










Plasdone K29/32 


20.00 










Aerosil 200 


1,50 










Magnesium Stearate 


3.50 










Isopropyl Alcohol 99% 
USP 


42.00 










PEG 1450 




1.44 








Dye Blend Yellow 
DB1770 




0.11 


1 






Eudragit L 30 D-55 




7.03 


58 






Syloid 244 FP 




2.80 


23 






Triettiyl Citrate 




0.72 


6 






Purified Water 




80.00 








PEG 1450 








2.14 


16 


Piethyl Phftalate, 
USP/NF 








0.86 


7 


Ethoc'el 10STD Premium 








4.09 


34 


EudrggitUOO 








0.91 


a 


Talc (|_o Micron) 








4.00 


33 


Ethyl Alcohol 200 Proof 




I 


114.00 





Column 2 shows the ingredients of the core. The core is manufactured according 
to the instant patent application. Column 3 shows the ingredients of a. coating 
according to the current invention. This coating is manufactured and deposited 
on the core according to the instant patent application. Column 5 shows the 
ingredients of a coating according to the Morella patent. Eudragit L100 .is a 1:1 
methacrylic acid: acrylic acid ethyl ester copolymer. The Morelfa coating 
corresponds to formulation 3 of column 14 of the Morella patent with the 
amounts in Morella being divided by approximately 22 to arrive at the ingredient 
levels in the Table. The Morella-type coating is manufactured and deposited 
according to the Morella patent. Columns 2 and 4 give the corresponding 
percentages by weight of the individual ingredients in the coatings. 




2 



Received from < 248 641 0270 > at 1Q/24/D2 4:41:50 PM [Eastern Daylight Time] 



t 



• 



OCT. 24. 2002 



4= 37PM 



HARNE! 



DICKEY 248 641 0270 



NO. 676 



3 



6. The in vitro dissolution profiles have been determined using the method 
disclosed in the Morella patent (USP Buffer pH 7.5 and pH (0.1 NHCQ, basket 



7. Annex 1 gives the results at pH 1.2. At this pH value, both polymers of the 
coatings are insoluble; hence the respective dissolution profiles of the coatings 
are similar. 

8. Annex 2 gives the results at pH 7.5. In this case, the dissolution profile of the 
composition of the invention is similar to the prolfile of the core, while the 
dissolution profile of the Morella composition is quite different. In this case, the 
polymer used in the invention is soluble, while ths one of Morella is not. Note that 
the Morella patent shows a profile similar in both conditions, 

9. These results show that the compositions of Morella and of the Invention are 
different and will exhibit different behavior in the gastrointestinal (Gl) tract, In the 
acidic medium of the stomach, both compositions will behave similarly. But the 
Morella composition will not substantially dissolve in the intestines (where pH is 
higher, typically above 5.5) while the composition of the invention will. This will 
provide distinct effects. 

10. The coated formulation of the invention has different profiles at different pH. 
At pH 1.2, the formulation of the invention does not start to release the drug till 
about 4 hours, while at pH 7.5 the drug starts to release after 30 minutes. In order 
to avoid the food effect and still get very effective amount absorbed, the drug 
needs to be released in the intestine, which is achieved by the formulation of the 
invention. In contrast, the Morella formulation simply slows the release of the 
drug throughout the G\ tract. It shows no difference in the release of the drug in 
the stomach or the intestine:' 

11. The release profile from the Morella formulation indicates that very little drug 
will be absorbed in the body. Since the drug released in the body is only about 
20% after 18 hours, it actually does not avoid the food effect, but the difference in 
the fed and non fed conditions can not be detected. For example, if there is 30% 
food effect (difference between fed and fasting absorption), 30% of 20% = 6 % of 
the total is insignificant, but this is not because of avoiding the food effect - it is 
because of the poor drug absorption. 

12. All statements made herein of my own knowledge are true. A|] statements 
made herein on information and belief are believed to be true. These statements 
were made with the knowledge that willful false statements and the like are 
punishable by fine or imprisonable, or both, under 18 U.S.C. 1001, and may 
jeopardize the validity of the application or any patent issuing thereon. 
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Harness, Dickey & Pierce, f.l.c. 

Attorneys and Counselors 
5445 Corporate Drive, Suite 400 
Troy, Michigan 48098-2683 
Phone: 248-641-1600 
Fax: 248-641-0270 

St Uwis, MO ♦ WAfihroetOn. D.C 



Date: October 24, 2002 



No. of Pages (Including This Page); 1 1 



For: 


Mojdeh Bahar 


Original will follow by: 
□ Regular Mail 
Q Overniqkt Mail 


Company: 


United States Patent & Trademark Office 


fax No.: 


7Q3-746-5235 Phone: 


□ Courier 
J^faiu. Not Follow 



From: Mark A, Frentrup fs/){^p" 



Please let us know by phone or fax If you do not receive any of these pages. 
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